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PRODUCT INFORMATION

PROMETRIUM® onl
(progesterone, USP) R only

Capsules 100 mg

Capsules 200 mg

DESCRIPTION

PROMETRIUM® (progesterone, USP) Capsules contain micronized progesterone for
oral administration. Progesterone has a molecular weight of 314.47 and an empirical
formula of C;1H300,. Progesterone (pregn-4-ene-3, 20-dione) is a white or creamy
white, odorless, crystalline powder practically insoluble in water, soluble in alcohol,
acetone and dioxane and sparingly soluble in vegetable oils, stable in air, melting

between 126° and 131°C. The structural formula is:

Progesterone is synthesized from a starting material from a plant source and is
chemically identical to progesterone of human ovarian origin. PROMETRIUM® ’
Capsules are available in multiple strengths to afford dosage flexibility for optimum
management. PROMETRIUM® Capsules contain 100 mg or 200 mg micronized ‘

progesterone.
The inactive ingredients for PROMETRIUM® Capsules 100 mg include: peanut oil NF, ’

gelatin NF, glycerin USP, lecithin NF, titanium dioxide USP, D&C Yellow No. 10, and
FD&C Red No. 40.
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The inactive ingredients for PROMETRIUM® Capsules 200 mg include: peanut oil NF,
gelatin NF, glycerin USP, lecithin NF, titanium dioxide USP, D&C Yellow No. 10, and
FD&C Yellow No. 6.

CLINICAL PHARMACOLOGY

PROMETRIUM® Capsules are an oral dosage form of micronized progesterone which
is chemically identical to progesterone of ovarian origin. The oral bioavailability of
progesterone is increased through micronization.

Pharmacokinetics

Absorption

After oral administration of progesterone as a micronized soft gelatin capsule
formulation, maximum serum concentrations were attained within 3 hours. The
absolute bioavailability of micronized progesterone is not known. Table 1 summarizes
the mean pharmacokinetic parameters in postmenopausal women after five oral daily

doses of PROMETRIUM® Capsules 100 mg as a micronized soft-gelatin capsule

formulation.
Table 1
Parameter PROMETRIUM® Capsules Dose QD
100 mg 200 mg 300 mg

Cmax (ng/ml) 17.3+21.9% 38.1+37.8 60.6£72.5
Tmax (hr) 1.5+0.8 2.3t1.4 1.7+0.6
AUC (0-10) 43.3+£30.8 101.2+66.0 175.7+£170.3
(ngehr/ml)

#Mean + S.D.
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Serum progesterone concentrations appeared linear and dose proportional following
multiple dose administration of PROMETRIUM® Capsules 100 mg over the dose range
100 mg/day to 300 mg/day in postmenopausal women. Although doses greater than
300 mg/day were not studied in females, serum concentrations from a study in male
volunteers appeared linear and dose proportional between 100 mg/day and 400
mg/day. The pharmacokinetic parameters in male volunteers were generally consistent

with those seen in postmenopausal women.

Distribution
Progesterone is approximately 96%-99% bound to serum proteins, primarily to serum
albumin (50%-54%) and transcortin (43%-48%).

Metabolism

Progesterone is metabolized primarily by the liver largely to pregnanediols and
pregnanolones. Pregnanediols and pregnanolones are conjugated in the liver to
glucuronide and sulfate metabolites. Progesterone metabolites which are excreted in
the bile may be deconjugated and may be further metabolized in the gut via reduction,
dehydroxylation, and epimerization.

Excretion

The glucuronide and sulfate conjugates of pregnanediol and pregnanolone are excreted
in the bile and urine. Progesterone metabolites which are excreted in the bile may
undergo enterohepatic recycling or may be excreted in the feces.

Special Populations
The pharmacokinetics of PROMETRIUM® Capsules have not been assessed in low
body weight or obese patients.

Race:

There is insufficient information available from trials conducted with PROMETRIUM®
Capsules to compare progesterone pharmacokinetics in different racial groups.
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Hepatic Insufficiency:

No formal studies have evaluated the effect of hepatic disease on the disposition of
progesterone. However, since progesterone is metabolized by the liver, use in patients
with  severe liver dysfunction or disease is contraindicated (see
CONTRAINDICATIONS). If treatment with progesterone is indicated in patients with

mild to moderate hepatic dysfunction, these patients should be monitored carefully.

Renal Insufficiency:

No formal studies have evaluated the effect of renal disease on the disposition of
progesterone. Since progesterone metabolites are eliminated mainly by the kidneys,
PROMETRIUM® Capsules should be used with caution and only with careful monitoring
in patients with renal dysfunction. (see PRECAUTIONS)

Food-Drug Interaction:

Concomitant food ingestion increased the bioavailability of PROMETRIUM® Capsules
relative to a fasting state when administered to postmenopausal women at a dose of
200 mg.

Drug-Drug Interaction:

The metabolism of progesterone by human liver microsomes was inhibited by
ketoconazole (ICso <0.1 pM). Ketoconazole is a known inhibitor of cytochrome P450
3A4, hence these data suggest that ketoconazole or other known inhibitors of this
enzyme may increase the bioavailability of progesterone. The clinical relevance of the

in vitro findings is unknown.

Coadministration of conjugated estrogens and PROMETRIUM® Capsules to 29
postmenopausal women over a 12 day period resulted in an increase in total estrone
concentrations (Cmax 3.68 ng/ml to 4.93 ng/ml) and total equilin concentrations (Cmax
2.27 ng/ml to 3.22 ng/ml) and a decrease in circulating 173 estradiol concentrations

(Cmax 0.037 ng/ml to 0.030 ng/ml). The half-life of the conjugated estrogens was
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similar with coadministration of PROMETRIUM® Capsules. Table 2 summarizes the

pharmacokinetic parameters.

Table 2
Mean (£S.D.) Pharmacokinetic Parameters for Estradiol, Estrone and Equilin Following
Coadministration of Conjugated Estrogens 0.625 mg and PROMETRIUM ® Capsules 200mg
for 12 Days to Postmenopausal Women
Conjugated Estrogens Conjugated Estrogens plus PROMETRIUM®
Capsules
Drug Cmax Tmax AUC(0-24h) Cmax Tmax AUC(0-24h)
(ng/mL) (hr) (ngeh/mL) (ng/mL) (hr) ngeh/mL
Estradiol 0.037 12.7 0.676 0.030 17.32 0.561
+0.048 9.1 +0.737 +0.032 +1.21 +0.572
Estrone
Total® 3.68 10.6 61.3 4.93 7.5 85.9
+1.55 +6.8 +26.36 +2.07 +3.8 +41.2
Equilin
Total® 2.27 6.0 28.8 3.22 5.3 38.1
+0.95 +4.0 +13.0 +1.13 +2.6 +20.2

®Total estrogens is the sum of conjugated and unconjugated estrogen.

Clinical Studies
Endometrial Protection

In a randomized double-blind clinical trial, 358 postmenopausal women, each with an
intact uterus, received treatment for up to 36 months.
PROMETRIUM® Capsules at the dose of 200 mg/day for 12 days per 28 day cycle in

The treatment groups were:

combination with conjugated estrogens 0.625 mg/day (n=120); conjugated estrogens
0.625 mg/day only (n=119); or placebo (n=119).
groups were primarily Caucasian women (87% or more of each group). The results for

The subjects in all three treatment

the incidence of endometrial hyperplasia in women receiving up to 3 years of treatment
are shown in Table 3. A comparison of the PROMETRIUM® Capsules plus conjugated
estrogens treatment group to the conjugated estrogens only group showed a
significantly lower rate of hyperplasia (6% combination product vs. 64% estrogen alone)
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in the PROMETRIUM® Capsules plus conjugated estrogens treatment group

throughout 36 months of treatment.

Table 3
Incidence of Endometrial Hyperplasia in Women
Receiving 3 Years of Treatment
Endometrial Diagnosis Treatment Group
Conjugated Conjugated Placebo
Estrogens 0.625 mg Estrogens 0.625 mg
+ PROMETRIUM® (only)
Capsules 200 mg
(cyclical)
Number of % of number of % of number of % of
patients patients patients patients patients patients
N=117 N=115 N=116
Hyperplasia® 7 6 74 64 3 3
Adenocarcinoma 0 0 0 0 1 1
Atypical hyperplasia 1 1 14 12 0 0
Complex hyperplasia 0 0 27 23 1 1
Simple hyperplasia 6 5 33 29 1 1

a: Most advanced result to least advanced result:
Adenocarcinoma > atypical hyperplasia > complex hyperplasia > simple hyperplasia

The times to diagnosis of endometrial hyperplasia over 36 months of treatment are
shown in Figure 1. This figure illustrates graphically that the proportion of patients with
hyperplasia was significantly greater for the conjugated estrogens group (64%)

compared to the conjugated estrogens plus PROMETRIUM® Capsules group (6%).
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The discontinuation rates due to hyperplasia over the 36 months of treatment are as
shown in Table 4. For any degree of hyperplasia, the discontinuation rate for patients
who received conjugated estrogens plus PROMETRIUM® Capsules was similar to that
of the placebo only group, while the discontinuation rate for patients who received
conjugated estrogens alone was significantly higher. Women who permanently

discontinued treatment due to hyperplasia were similar in demographics to the overall

study population.
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Table 4

Discontinuation Rate Due to Hyperplasia Over 36 Months of Treatment

Most Advanced
Biopsy Result
Through 36 Months
of Treatment

Treatment Group

Conjugated Estrogens + Conjugated Estrogens Placebo
PROMETRIUM® (only)
Capsules
(cyclical)
N=120 N=119 N=119
Number of % of number of % of number of % of
patients patients patients patients patients | patients
Adenocarcinoma 0 0 0 0 1 1
Atypical hyperplasia 1 10 8 0 0
Complex hyperplasia 0 21 18 1 1
Simple hyperplasia 1 13 11 0 0

In the same three year clinical trial, postmenopausal women were treated with

PROMETRIUM® Capsules in combination with conjugated estrogens, conjugated ’

estrogens only, or placebo. There was no statistically significant difference between

the PROMETRIUM® Capsules plus conjugated estrogens group and the conjugated ‘

estrogens only group in increases of HDL-C and triglycerides, or in decreases of

LDL-C. The changes observed in lipid profiles are shown in Table 5.
Table 5

Mean Changes from Baseline in Lipid Profiles After 36 Months of Treatment

Treatment Group

Parameter Mean (Mean % Change)
Conjugated Estrogens Conjugated Placebo
0.625 mg + Estrogens 0.625 mg
PROMETRIUM® (only)
Capsules 200 mg
(cyclical)®
N= 176 to 177° N=171to 173" N=171
Mean Mean % Mean mean % | Mean | mean %
change change change change | change | change
LIPID PROFILE
HDL-C(mmol/L) 0.07 5.1 0.10 7.2 -0.05 -2
LDL-C(mmol/L) -0.43 -11.8 -0.36 -9.5 -0.14 2.9
Cholesterol (mmol/L) -0.26 -4.0 -0.22 -3.6 -0.15 -1.8
Triglyceride (mmol/L)" 0.20 17.8 0.15 13.7 0.01 0.6

a: There are no significant changes (p<0.05) from conjugated estrogens values
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b: Number of subjects (N) varies by parameter
c: Computed from log transformed data

Secondary Amenorrhea

In a single-center, randomized, double-blind clinical study that included
premenopausal women with secondary amenorrhea for at least 90 days,
administration of 10 days of PROMETRIUM® Capsules therapy resulted in 80% of
women experiencing withdrawal bleeding within 7 days of the last dose of
PROMETRIUM® Capsules, 300 mg/day (n=20), compared to 10% of women
experiencing withdrawal bleeding in the placebo group (n=21).

The rate of secretory transformation was evaluated in a multicenter, randomized,
double-blind clinical study in estrogen-primed postmenopausal women.
PROMETRIUM® Capsules administered orally for 10 days at 400 mg/day (n=22)
induced complete secretory changes in the endometrium in 45% of women

compared to 0% in the placebo group (n=23).
INDICATIONS AND USAGE

PROMETRIUM® Capsules are indicated for use in the prevention of endometrial
hyperplasia in non-hysterectomized postmenopausal women who are receiving
conjugated estrogens tablets. They are also indicated for use in secondary

amenorrhea.

CONTRAINDICATIONS

1. Known sensitivity to PROMETRIUM ® Capsules or its ingredients.
PROMETRIUM® Capsules contain peanut oil and should never be used by
patients allergic to peanuts.

2. Known or suspected pregnancy.

3. Thrombophlebitis, thromboembolic disorders, cerebral apoplexy, or patients with
a past history of these conditions.

4. Severe liver dysfunction or disease.

5. Known or suspected malignancy of breast or genital organs.

6. Undiagnosed vaginal bleeding.
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7. Missed abortion.

8. As a diagnostic test for pregnancy.

WARNINGS
1. The physician should be alert to the earliest manifestations of thrombotic

disorders (thrombophlebitis, cerebrovascular disorders, pulmonary embolism,
and retinal thrombosis). Should any of these occur or be suspected, the drug
should be discontinued immediately.

Discontinue medication pending examination if there is sudden partial or
complete loss of vision, or if there is a sudden onset of proptosis, diplopia or
migraine. If examination reveals papilledema or retinal vascular lesions,

medication should be withdrawn.

. The administration of any drug to nursing mothers should be done only when

clearly necessary since many drugs are excreted in human milk. Detectable
amounts of progestin have been identified in the milk of mothers receiving
progestins. The effect of this on the nursing infant has not been determined.

Retrospective studies of morbidity and mortality in Great Britain and studies of
morbidity in the United States have shown a statistically significant association
between thrombophlebitis, pulmonary embolism, cerebral thrombosis and
embolism, and the use of oral contraceptives. The estimate of the relative risk of
thromboembolism in the study by Vessey and Doll was about seven fold, while
Sartwell and associates in the United States found a relative risk of 4.4, meaning
that the users are several times as likely to undergo thromboembolic disease
without evident cause as nonusers. The American study also indicated that the
risk did not persist after discontinuation of administration, and that it was not
enhanced by long-continued administration. The American study was not

designed to evaluate a difference between products.

PRECAUTIONS

General
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1. The pretreatment physical examination should include special reference to
breast and pelvic organs, as well as Papanicolaou smear.

2. Because progesterone may cause some degree of fluid retention, conditions
which might be influenced by this factor, such as epilepsy, migraine, asthma,
cardiac or renal dysfunction, require careful observation.

3. In cases of breakthrough bleeding, as in any cases of irregular bleeding per
vaginum, nonfunctional causes should be borne in mind. In cases of
undiagnosed vaginal bleeding, adequate diagnostic measures are indicated.

4. Patients who have a history of psychic depression should be carefully observed
and the drug discontinued if the depression recurs to a serious degree.

5. Any possible influence of prolonged progestin therapy on pituitary, ovarian,
adrenal, hepatic or uterine functions awaits further study.

6. Although concomitant use of conjugated estrogens and PROMETRIUM®
Capsules did not result in a decrease in glucose tolerance, diabetic patients
should be carefully observed while receiving estrogen-progestin therapy.

7. The pathologist should be advised of progestin therapy when relevant specimens
are submitted.

8. Because of the occurrence of thrombotic disorders (thrombophlebitis, pulmonary
embolism, retinal thrombosis, and cerebrovascular disorders) in patients taking
estrogen-progestin combinations, the physician should be alert to the earliest
manifestation of these disorders.

9. Transient dizziness may occur in some patients. Use caution when driving a
motor vehicle or operating machinery. A small percentage of women may
experience extreme dizziness and/or drowsiness during initial therapy. For these
women, bedtime dosing is advised.

10.Rare instances of syncope and hypotension of possible orthostatic origin have
been observed in patients taking PROMETRIUM® Capsules.

Information for the Patient

See accompanying Patient Insert.
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General: This product contains peanut oil and should not be used if you are

allergic to peanuts.

Drug Lab Test Interactions

The following laboratory results may be altered by the use of estrogen-progestin

combination drugs:

Increased sulfobromophthalein retention and other hepatic function tests.

Coagulation tests: increase in prothrombin factors VII, VIII, IX and X.

Metyrapone test.

Pregnanediol determination.

Thyroid function: increase in PBI, and butanol extractable protein bound iodine

and decrease in T3 uptake values.

Fasting and 2-hour plasma insulin and glucose levels following an oral glucose

tolerance test (OGTT) and fibrinogen levels were measured in patients receiving
PROMETRIUM® Capsules at a dose of 200 mg/day for 12 days per 28 day cycle in
combination with conjugated estrogens 0.625 mg/day (n=120). Table 6 summarizes

this data. Plasma insulin levels 2 hours post-OGTT were decreased from baseline.

The fasting plasma glucose and fasting plasma insulin levels were also decreased

from baseline. Glucose levels 2 hours post-OGTT were increased slightly. There

was no effect on fibrinogen levels.

For information on changes in lipid profile, see the Clinical Studies subsection,

Table 5.

Table 6

Mean Changes from Baseline in Insulin and Glucose Levels After 36 Months of Treatment

Parameter

Treatment Group
Mean (Mean % Change)

Conjugated Estrogens Conjugated Estrogens Placebo
0.625 mg + 0.625 mg (only)
PROMETRIUM®
Capsules 200 mg b
(cyclical)® N=170to 172 N=171
N= 173 to 176"
mean | mean % mean mean % mean | mean %
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change change change
OGTT
Insulin(pmol/L)  fasting -2.2 -6.2 -1.1 -3.2 5.1 14.2
2 hour -45.2 -14.5 -23.9 -7.9 -29.7 9.1
Glucose(mg/dL) fasting -3.0 -2.9 2.7 -2.7 -1.0 -0.9
2 hour 3.6 5.2 5.0 7.8 2.1 3.9

a: There are no significant changes (p<0.05) from conjugated estrogens values
b: Number of subjects (N) varies by parameter

Carcinogenesis, Mutagenesis, Impairment of Fertility

Progesterone has not been tested for carcinogenicity in animals by the oral route of
administration. When implanted into female mice, progesterone produced mammary
carcinomas, ovarian granulosa cell tumors and endometrial stromal sarcomas (1).
In dogs, long-term intramuscular injections produced nodular hyperplasia and benign
and malignant mammary tumors (2). Subcutaneous or intramuscular injections of
progesterone decreased the latency period and increased the incidence of

mammary tumors in rats previously treated with a chemical carcinogen (3).

Progesterone did not show evidence of genotoxicity in in vitro studies for point
mutations or for chromosomal damage. In vivo studies for chromosome damage
have yielded positive results in mice at oral doses of 1000 mg/kg and 2000 mg/kg
(4). Exogenously administered progesterone has been shown to inhibit ovulation in
a number of species and it is expected that high doses given for an extended

duration would impair fertility until the cessation of treatment.

Pregnancy Category B

Reproductive studies have been performed in mice at doses up to 9 times the
human oral dose (5, 6), in rats at doses up to 44 times the human oral dose (7, 8), in
rabbits at a dose of 10 pg/day delivered locally within the uterus by an implanted
device (9), in guinea pigs at doses of approximately one-half the human oral dose

(10) and in rhesus monkeys (11) at doses approximately the human dose, all based

Page 13




296
297
298
299
300
301
302
303
304
305
306
307
308
309
310
311
312
313
314
315
316
317
318
319
320
321
322
323
324
325
326

on body surface area, and have revealed little or no evidence of impaired fertility or

harm to the fetus due to progesterone.

Several studies in women exposed to progesterone have not demonstrated any
significant increase in fetal malformations (12). A single case of cleft palate was
observed in the child of a woman using PROMETRIUM® Capsules in early
pregnancy, although definitive causality has not been established. Rare instances of
fetal death have been reported in pregnant women prescribed PROMETRIUM®
Capsules for unapproved indications. Because the studies in humans cannot rule
out the possibility of harm, PROMETRIUM® Capsules should be used during
pregnancy only if indicated (see CONTRAINDICATIONS).

Nursing Mothers

The administration of any drug to nursing mothers should be done only when clearly
necessary since many drugs are excreted in human milk. Detectable amounts of
progestin have been identified in the milk of nursing mothers receiving progestins.
The effect of this on the nursing infant has not been determined.

Pediatric Use
The safety and effectiveness of PROMETRIUM® Capsules in pediatric patients have

not been established.

Geriatric [Jse

Clinical studies of PROMETRIUM® did not include sufficient numbers of subjects

aged 65 and over to determine whether they respond differently from younger

subjects. Other reported clinical experience has not identified differences in

responses between the elderly and younger patients. In general, dose selection for

an elderly patient should be cautious, usually starting at the low end of the dosing

range, reflecting the greater frequency of decreased hepatic, renal, or cardiac

function, and of concomitant disease or other drug therapy.
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ADVERSE REACTIONS

Endometrial Protection

Table 7 lists adverse experiences which were reported in >2% of patients
(regardless of relationship to treatment) who received cyclic PROMETRIUM®
Capsules, 200 mg daily (12 days per calendar month cycle) with daily 0.625 mg
conjugated estrogen, in a multicenter, randomized, double-blind, placebo-controlled

clinical trial in 875 postmenopausal women.

Table 7
Adverse Experiences ( 22%) Reported in an 875 Patient
Placebo-Controlled Trial in Postmenopausal Women over a 3-Year Period
(Percentage(%) of Patients Reporting)
PROMETRIUM® Capstles Esgggfngsage_g% Placebo
200 mg with Conjugated mg
Estrogens 0.625 mg (only) ~
(N=178) (N=175) (N=174)
Headache 31 30 27
Breast Tenderness 27 16 6
Joint Pain 20 22 29
Depression 19 18 12
Dizziness 15 5 9
Abdominal Bloating 12 10 5
Hot Flashes 11 14 35
Urinary Problems 11 10 9
Abdominal Pain 10 13 10
Vaginal Discharge 10 10 3
Nausea / Vomiting 8 6 7
Worry 8 5 4
Chest Pain 7 4 5
Diarrhea 7 7 4
Night Sweats 7 5 17
Breast Pain 6 6 2
Swelling of Hands and Feet 6 9 9
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Vaginal Dryness 6 8 10
Constipation 3 3 2
Breast Carcinoma 2 <1 <1
Breast Excisional Biopsy 2 1 <1
Cholecystectomy 2 <1 <1

Secondary Amenorrhea

Table 8 lists adverse experiences which were reported in 25% of patients receiving
PROMETRIUM® Capsules, 400 mg/day, in a multicenter, randomized, double-blind,
placebo-controlled clinical trial in estrogen-primed (6 weeks) postmenopausal
women receiving conjugated estrogens 0.625 mg/day and cyclic (10 days per
calendar month cycle) PROMETRIUM® Capsules at a dose of 400 mg/day, for three
cycles.

Table 8

Adverse Experiences ( 25%) Reported in Patients Using 400 mg/day in a Placebo-Controlled
Trial in Estrogen-Primed Postmenopausal Women

Adverse Experience PROMETRIUM® Placebo
Capsules 400 mg

N=25 N=24

Percentage (%) of Patients
Fatigue 8 4
Headache 16 8
Dizziness 24 4
Abdominal Distention (Bloating) 8 8
Abdominal Pain (Cramping) 20 13
Diarrhea 8 4
Nausea 8 0
Back Pain 8 8
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Musculoskeletal Pain 12 4
Irritability 8 4
Breast Pain 16 8
Infection Viral 12 0
Coughing 8 0

The most common adverse experiences reported in =5% of patients in all
PROMETRIUM® Capsules dosage groups studied in this trial (100 mg/day to 400
mg/day) were: dizziness (16%), breast pain (11%), headache (10%), abdominal pain
(10%), fatigue (9%), viral infection (7%), abdominal distention (6%), musculoskeletal
pain (6%), emotional lability (6%), irritability (5%), and upper respiratory tract
infection (5%).

Other adverse events reported in <5% of patients taking PROMETRIUM® Capsules
include:
Autonomic Nervous System Disorders: dry mouth
Body As A Whole: accidental injury, chest pain, fever
Cardiovascular System Disorders: hypertension
Central and Peripheral Nervous System Disorders: confusion, somnolence,
speech disorder
Gastrointestinal System Disorders. constipation, dyspepsia,
gastroenteritis, hemorrhagic rectum, hiatus hernia, vomiting
Hearing and Vestibular Disorders. earache
Heart Rate and Rhythm Disorders: palpitation
Metabolic and Nutritional Disorders. edema, edema peripheral
Musculoskeletal System Disorders:. arthritis, leg cramps, hypertonia, muscle
disorder, myalgia
Myo/Endo/Pericardial and Valve Disorders. angina pectoris
Psychiatric Disorders. anxiety, impaired concentration, insomnia,

personality disorder
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Reproductive System Disorders. leukorrhea, uterine fibroid, vaginal dryness,
fungal vaginitis, vaginitis

Resistance Mechanism Disorders. abscess, herpes simplex

Respiratory System Disorders: bronchitis, nasal congestion, pharyngitis,
pneumonitis, sinusitis

Skin and Appendages Disorders. acne, verruca, wound debridement

Urinary System Disorders: urinary tract infection

Vision Disorders: abnormal vision

White Cell and Resistance Disorders: lymphadenopathy

The following adverse experiences have been reported with  PROMETRIUM®
Capsules in other U.S. clinical trials: increased sweating, asthenia, tooth disorder,

anorexia, increased appetite, nervousness, and breast enlargement.

The following spontaneous adverse events have been reported during the marketing
of PROMETRIUM® Capsules: reversible cases of hepatitis and elevated
transaminases. These events occurred mainly in patients receiving high doses of up
to 1200 mg. Additionally, rare instances of syncope with and without hypotension

have been reported.

The following additional adverse experiences have been observed in women taking
progestins in general: breakthrough bleeding, spotting, change in menstrual flow,
amenorrhea, changes in weight (increase or decrease), changes in the cervical
squamo-columnar junction and cervical secretions, cholestatic jaundice,
anaphylactoid reactions and anaphylaxis, rash (allergic) with and without pruritus,

melasma or chloasma, pyrexia, and insomnia.

OVERDOSAGE
No studies on overdosage have been conducted in humans. In the case of
overdosage, PROMETRIUM® Capsules should be discontinued, and the patient

should be treated symptomatically.
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DOSAGE AND ADMINISTRATION

Prevention of endometrial hyperplasia - PROMETRIUM® Capsules should be
given as a single daily dose in the evening, 200 mg orally for 12 days sequentially
per 28 day cycle, to postmenopausal women with a uterus who are receiving daily

conjugated estrogens tablets.

Secondary Amenorrhea - PROMETRIUM® Capsules may be given as a single
daily dose of 400 mg in the evening for 10 days.

HOW SUPPLIED

PROMETRIUM®" (progesterone, USP) Capsules 100 mg are round, peach-colored
capsules branded with black imprint “SV”, available in bottles of 100 capsules
(NDC0032-1708-01).

PROMETRIUM®® (progesterone, USP) Capsules 200 mg are oval, pale yellow-
colored capsules branded with black imprint “SV2”, available in bottles of 100
capsules (NDC0032-1711-01).

Store at 25 °C (77°F). Excursions permitted to 15-30 °C (59-86°F).

Dispense in tight, light-resistant container as defined in USP/NF, accompanied
by a Patient Insert.

Protect from excessive moisture.

References:

1. International Agency for Research on Cancer (IARC) V.6, 1974; IARC V.21,
1979.

2. K.S. Larrson and D. Machin, Safety requirements for contraceptive steroids. F.
Michal (ed.) Cambridge University Press, Cambridge. pp. 30-269, 1989.

3.  Sixth Annual Report on Carcinogens V.2, pp 693-696, 1991.

Page 19



436
437
438
439
440
441
442
443
444
445
446
447
448
449
450
451
452
453
454
455
456
457
458
459
460
461
462
463
464
465
466
467
468

469

470
471
472

473
474

10.

11.

12.

Med. Sci. Res. 1987; 15:703-704.

Johnstone, E.E. and Franklin, R.R. (1964). Assay of progestins for fetal
virilizing properties using the mouse. Obstet Gynecol. 23:359-62.

Seegmiller, R.E., Nelson, G.W. and Johnson, C.K. (1983) Evaluation of the
teratogenic potential of Delalutin (17-hydroxyprogesterone caproate) in mice.
Teratology 28:201-8.

Suchowsky, G.K. and Junkmann, K. (1961). A study of the virilizing effects of
progesterone on the female rat fetus. Endocrinolgy 68:341-9.

Scholer, H.F.L. and de Wachter, A.M. (1961). Evaluation of androgenic
properties of progestational compounds in the rat by the female foetal
masculinization test. Acta. Endocrinol. 38:128-36.

Hudson, R., Phatrriss, B.B., Tillson, S.A. and Reno, F. (1978). Preclinical
evaluation of intrauterine progesterone as a contraceptive agent. Ill.
Embryology and toxicology. Contraception 17:489-97.

Foote, W.D., Foote, W.C., and Foote, L.H. (1968). Influence of certain natural
and synthetic steroids on genital development in guinea pigs. Fertil. Steril.
19:606-15.

Wharton, L.R. Jr. and Scott, R.B. (1964). Experimental production of genital
lessions with norethindrone. Am J. Obstet. Gynecol. 89:701-15

Scialli, A.R. (1988). Developmental effects of progesterone and its derivatives.
Reproductive Toxicol. 2:3-11.

Manufactured by: R. P. Scherer North America, St. Petersburg, FL 33716

Marketed by: Solvay Pharmaceuticals, Inc., Marietta, GA 30062

(0 20030 Solvay Pharmaceuticals, Inc.
All rights reserved.

9563- 500032 46E Rev 78/20003

Page 20



